Mobility shift assays that detect specific protein-DNA interactions in crude nuclear extracts have been invaluable in the purification of numerous eukaryotic transcription factors (1). By comparison, studies of RNA-protein interactions in crude nuclear extracts have proven difficult, requiring degradation of non-protected RNA by T1 RNase to prevent very high non-specific binding activities from obscuring specific interactions (2). While investigating possible Alu RNA/protein interactions, we found that high levels of poly r(G) are particular effective in blocking non-specific binding. In this assay, crude nuclear protein extract is incubated with an equal (w/w) amount of poly r(G) in 80 mM NaCI, 10 mM Tris pH-7.4, I mM EDTA, 1 mM DTT and 5% glycerol for 20 min at room temperature. A radiolabelled probe is added and the reaction continued for an additional 20 min at room temperature. The sample is loaded onto a 4% polyacrylamide gel containing 5% glycerol, and electrophoresed for 2-3 hr at 150 V. Various homopolymers (obtained from Pharmacia), including poly r(G), r(C), r(U), r(A), the heteropolymer poly r(I-C) and combinations thereof, were tested for their ability to reduce non-specific binding to the Alu probe. Poly r(G) was the only polymer to effectively block the non-specific binding activity. When the binding activity of nuclear protein extract from SV -40 transformed human embryo fibroblasts (V A-13) to Alu RNA was compared using the T1 RNase-heparin (2) or poly r(G) assays, a second, presumably low affinity binding site, was detected with the poly r(G) assay (Figure 1) . Similar results, in that the poly r(G) assay detected additional interactions, were observed with HeLa nuclear extract, although the pattern was different from the VA-13 extract (data not shown). Thus the poly r(G) assay appears to be more sensitive than the T1 RNase-heparin assay in detecting low affinity binding interactions. An additional advantage is that, since ribonuclease is not required and the RNA moiety remains intact, it should be possible to detect complexes that are stabilized through binding by protein(s) to more than one site on a RNA molecule. 
